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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 20 March 2007 . 
2a)El This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) E>3 Claim(s) 1.2.4-9.14.20.21 and 24 is/are pending in the application. 
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DETAILED ACTION 

Claims 1, 2, 4-9, 14, 20, 21 and 24 are pending in the application. 
This Office Action is in response to the Amendment filed on 3/20/07. 

Response to Amendment 
The objection to the specification and claim 5 has been withdrawn. 
The rejection of claim 24 under 35 U.S.C. 101 has been withdrawn in light of Applicant's 
amendment. 

The rejection of claims 1, 2, 4-9, 14, 20, 21 and 24 under 35 U.S.C. 1 12 1 st paragraph is 
maintained for reason set forth of the record mailed on 9/20/06 and further discussed below. 

Response to Arguments 
Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1, 2, 4-9, 14, 20, 21 and 24 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a. way as to reasonably convey to one skilled 
in the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

In response to this rejection, Applicants argue that the claims are drawn to a specific 
sequence having Ets binding sites and Sp-1 binding site at specific positions of the claimed 
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sequence, and such binding sites have a specific spatial distribution within the claimed promoter 
region. Applicants assert that the claimed promoter region having a specific spatial distribution 
of Ets and Sp-1 binding sites provides a structural feature that correlates with the claimed 
function of allowing expression of a nucleic acid of interest operably linked to the promoter in a 
cancer cell in an epithelium selective manner. Applicants assert that the result from the deletion 
study as shown in Figure 2 illustrates that the 336 base pair region between 442 and 778 does 
have epithelial specific expression. Applicants thus conclude that the specification provides 
sufficient description for the claimed invention. 

This argument has been fully considered but deemed unpersuasive. The reasons for the 
written description rejection were discussed in detail in the previous office actions. In response 
to Applicant's argument, Applicants are invited to first to clarify the relationship between the 
claimed 356 base pair sequence (3200 to 3556 of SEQ ID NO: 5) and the 336 base pair sequence 
(between 442 and 778 as discussed in the response). Secondly, assume the 356 base pair 
sequence comprises the 336 base pair that which comprises elements which has ability to direct 
epithelial specific expression, whether this 336 fragment can direct epithelial specific expression 
for a heterologous gene as claimed is unpredictable based solely on the result demonstrated in 
Figure 2. As Applicants have stated that it is the specific spatial distribution of the putative 
binding sites is responsible for epithelial expression, the epithelial specific expression may be 
result from interaction between this 336 fragment and the first 442 base pair of the promoter 
sequence. Moreover, whether the putative binding site such as Ets and Sp-1 at those specific 
position actually binds the Ets and Sp-1 is unknown, and whether deletion of such putative 
binding sites would abolish the epithelial expression is also unknown. Based on the limited 
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teaching of the specification, the description of the core structure of the claimed promoter is not 
sufficient for supporting the claimed genus of nucleic acids, especially the functional equivalents 
as recited in claim 1. Therefore, the written description rejection is maintained. 

In response to the new matter rejection directed to claim 14, Applicants argue that the 
specification provides support by stating that "expression of a nucleic acid of interest operably 
linked to a promoter or a functional fragment thereof as provided by the invention is thus mainly 
restricted to normal adult non-squamous epithelium or neoplasias derived from epithelia..." and 
"carcinomas, in general are the malignant counter parts or neoplasia derived from epithelia." 

This argument is not found persuasive. As discussed in previous office action, claim 14 
is directed to a medicament for treating epithelial cancer comprising an isolated or recombinant 
nucleic acid sequence according to claim 1. The above quoted statements do not describe such a 
medicament because the first statement describes tissue specific expression of the promoter 
activity, and the later describes different kinds of carcinoma. Neither such description is directed 
to a medicament as claimed. Therefore, the new matter rejection is maintained. 

Claim 14 is also rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the enablement requirement. The claim(s) contains subject matter which was not described in 
the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

In response to this rejection, Applicants argue that the specification provides an animal 
model that phenotypically correlates to epithelial cancer. Applicants assert this model has great 
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significance because the mechanisms that regulate immunogical tolerance to tumor antigens are 
formidable obstacles that withstand effective tumor immunotherapy in cancer patients. 
Applicants further assert that EGF-2 is one of the best-studied tumor associated antigens 
frequently used as an attractive target for experimental and clinical caner therapy. Moreover, 
Applicants state that the state of art and the instant specification reflect the fact that suicide genes 
and their prodrugs are well known, and the claimed promoter has epithelial specific activity such 
that suicide genes maybe expressed specifically in epithelial tissue. Applicants conclude that 
the claimed invention is enabled based on such teachings. 

The argument has been considered but deemed unpersuasive. As discussed in the 
previous action, the state of art regard gene therapy as unpredictable. The success of certain 
prodrug is based on trial and error, not routine experimentation. The instant claim is drawn to a 
medicament comprising an epithelial specific promoter that is able to direct expression of suicide 
gene. The instant specification does not teach or give a working example of such medicament 
that is able to treat epithelial cancer. The presence of a transgenic mouse model of human 
disease may be useful for screening compounds that can potentially treat human epithelial 
cancer, however, it is not a teaching of a medicament. Based on the limited teaching of the 
instant specification and the art-recognized unpredictability, the claimed medicament is not 
enabled. Therefore, this rejection is maintained. 



Conclusion 



No claims are allowed. 
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THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 . 1 36(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Celine X. Qian Ph.D. whose telephone number is 571-272-0777. 
The examiner can normally be reached on 9:30-6:00 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joe Woitach Ph.D. can be reached on 571-272-0739. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact, the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Celine X Qian Ph.D. 

Examiner 

Art Unit 1636 
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